A process for the production of 2-alkyl-3-aroyl-5-nitrobenzofurans by
acyl ati on of 2-(2-hydroxy-5-nitrophenyl)-1-aryl-ethanones and subsequent
treatment of the esters with conbinations of bases and proton acids or
Lewi s aci@s inTERNSTIONAC RB8 1CANOR eUBISIE: S @fDﬂRh@lEWA@ElNIﬂCd)@ERQfHdQFMQﬂﬁ(P@m}?.

Furt her @%rﬁdrlmwﬁectuammpe y%r@‘:&n?zatlonor :

e i i

pr ovi de International Bureau
. L. _ (10) International Publication Number
(43) International Publication Date LN
2 December 2010 (02.12.2010) PCT WO 2010/136500 A1
(51) International Patent Classification: (81) Designated States (unless otherwise indicated, for eve
g ry
CO7C 205/43 (2006.01) A61K 31/343 (2006.01) kind of national protection available). AE, AG, AL, AM,
CO7D 307/80 (2006.01)  AG6IP 9/06 (2006.01) AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ,
0 T ional Application Number: CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO,
(21) International Application Num O CT/EP2010/057270 DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT,
C 727 HN, HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP,
(22) International Filing Date: KR, KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD,
26 May 2010 (26.05.2010) ME, MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI,
. . NO, NZ, OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD,

(25) Filing Language: English SE, SG, SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR,

(26) Publication Language: English TT,TZ, UA, UG, US, UZ, VC, VN, ZA, ZM, ZW.

(30) Priority Data: (84) Designated States (unless otherwise indicated, for every
09790395 4 27 May 2009 (27.05.2009) EP kind of regional protection available). ARIPO (BW, GH,
61/244,550 22 September 2009 (22.09.2009) Us GM, KE, LR, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG,

ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ,

(71) Applicant (for all designated States except US): TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK,
SANOFI-AVENTIS [FR/FR]; 174 avenue de France, EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU,
F-75013 Paris (FR). LV, MC, MK, MT, NL, NO, PL, PT, RO, SE, SL SK,

(72) Inventors; and SM, TR), OAPI (BF, BJ, CF, CG, CL CM, GA, GN, GQ,

(75) Inventors/Applicants (for US only): KRETZSCHMAR, GW., ML, MR, NE, SN, TD, TG).

Gerhard [DE/DE]; c/o Sanofi-Aventis Deutschland Published:
GmbH, 65926 Frankfurt am Main (DE). KRAFT, Volker [P .
[DE/DE]; ¢/o Sanofi-Aventis Deutschland GmbH, 65926 with international search report (Art. 21(3))
Frankfurt am Main (DE). OLPP, Thomas [DE/DE]; c/lo —  before the expiration of the time limit for amending the
Sanofi-Aventis Deutschland GmbH, 65926 Frankfurt am claims and to be republished in the event of receipt of
Main (DE). ROSSEN, Kai [DE/DE]; ¢/o Sanofi-Aventis amendments (Rule 48.2(h))
Deutschland GmbH, 65926 Frankfurt am Main (DE).
(74) Agent: VENNE-DUNKER, Sabine; K 801, c¢/o Sanofi-

Aventis Deutschland GmbH, Patents Germany, Indus-
triepark Hochst, Geb. K 801, 65926 Frankfurt (DE).

(54) Title: PROCESS FOR THE PRODUCTION OF BENZOFURANS

vill

(57) Abstract: A process for the production of 2-alkyl-3-aroyl-5-nitrobenzoturans by acylation of 2-(2-hydroxy-5-nitrophenyl)-1-
aryl-ethanones and subsequent treatment of the esters with combinations of bases and proton acids or Lewis acids. This process
can be used for the production of Dronedarone. Furthermore, novel intermediates for the manufacture of Dronedarone are provid-
ed.
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